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SURJECT:

Discussion

Considering concerns addressed in the SPRD preliminary review descritad
In points 2 and 3 below, it is recomnended thet no definite conclusicn
on the validity of this study be made at this time. Howaver, it is
felt that if points 2 and 3 below are satisfactorily answored by the
registrant, then this study may be considered a valid estimate of tha
subacute (20-day) systemic toxicity of Cobex given orally to rats.
Laboratory records are adequate to show that protocol was followed a.d-
to represent the results entered into the study repor:.

1. The protocol shows that blood and uri.e from & rats/sex in the
control and high dose (2000 PpM) groups were to be analysed at 4«

and 90 days unless significant changes between grouns were found
to warrant similar analyses of samples from the Tow {200 ppm) and
mid (600 ppm) dose qroups. In the opinion of this reviewer, these
analyses should also have been done before the animals were put

on study, and blood and urine samples from all dosage arouns
should have been evaluated, Nonetheless, protocal, in effect, was
fellowed in that significant differences between control and high
dose camples were not discernad. ' : .

2. The IBT pathologist's repert in raw data indicates that some tissue
sections were poorly cut and that sections especially from lymoh
nodes, spleen, thymus, and lung were difficult to examine due to
heavy staining. Tissue specimens from 10 animals/sex in the
control and high dose groups were examined, and the canclusion in
the IBT pathologist's report is - that an adverse effect by
Cobex was not evident. - The reviewing patholoaist contributing to
the validation report by the registrant has concluded that the
histopatholojy records are adequate to support the results presented
in the stud) report. It is indicated in the registrant validation
review that paraffin blocks and wet tissues from the necropsied
animals are available but that only slides pertinent to 4 control
females and all high dose animals have been located, Reexamination
of siides by the reviewing pathologist supports the originat ICT
conclusici: that a Cobex-related effect is not evident. However,
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considering the concerns by the IBT pathologist on sectioning
and staining and the lack of slides for all contro} animals,

it is recommendnd that tissues available for all contral and
high dose animals be reexamined microscopica?ly With additional
evaluation of specimens frose tissues of animals in the lower
dosage groups if Cobex-related changes are evident,

In the SPRD preliminary review it ig suagested that anp inadequate
amount of diet was Prepared each week, The diet calculation
record indicates that 9 kg each of low and mid dose diets and

13 kg of the high dose diet were prepared each week, According

550-600g was.left each week, A veekly mean food consumption of
about 120-190g/rat/wack 15 shown in the study report. Food
consumption data wore obtainad from 5 rats/sex/dosage gi‘oup;
hovever, several consumption values considejed to be abnorirally
high duc to spillage (generally 3~ 2009) were discounted with
respect to individual animals, However, it is concluded that
enough data are available to allow a reasonable estimate of
food consumption by each dosage group, It should be noted that
if food intake Was not measured at exactly a 7-day interval
(for example, intake migh actually have been estimated at a 6-
or an 8-day interval), then the estimate was mathematically
equated o a 7-day value in the study report, '

According to the SPRD preliminary reviaw, preparation of approxi-
mately 22 kg of diet per week would have been necessary to allow
Presentation of 700g of diet weekly to each of the 30 rats in
each dosage group. However, the differences between the amounts
offered and the amounts left as shown in raw data indicate that
weekly preparation of 9 kg of diet should have been adequate. 1n
the opinion of thig reviewer, the approximate values of 700-7504
offerad and 550~600g left Probably include tare (food container?)
weights, but this question needs to be answered by the registrant’
to indeed ascertain vhether adequate amounts of diet were being
Prepared during this study.
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Cennral Commenta

See attached memo,
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